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Synthesis and Characterization
Synthetic Routes
Si
Synthetic Procedures
Hexadecyl 3-oxobutanoate (1). Compound 1 was synthesized according to the reported procedure 3 . White solid, 90% yield. 1 H NMR (400 MHz, CDCl 3 ) δ 4.13 (t, J = 6.8 Hz, 2H), 3.45 (s, 2H), 2.27 (s, 3H), 1.64 (m, 2H), 1.26 (m, 26H), 0.88 (t, J = 6.6
Hz, 3H).
(4-Bromobutoxy)(tert-butyl)dimethylsilane (2). Compound 2 was synthesized
according to the reported procedure 4 . Colorless oil, 92% yield. 1 
2-(4-(4-(tert-butyldimethylsilyloxy)butoxy)phenyl)ethanol (3).
To a mixture of compound 2 (26.7 g, 100 mmol), tyrosol (13.8 g, 100 mmol), K 2 CO 3 (48.0 g, 400 mmol) and KI (1.7 g, 10 mmol) was added 300 mL MeCN, the reaction mixture was then refluxed for over 5 h until the reaction was reached completion. The solution was cooled to room temperature, filtered and concentrated in vacuum. The crude materials were further purified with column chromatography on silica gel (petroleum ether/ ethyl acetate = 4/1, v/v) to obtain product 3 as a colorless oil (25.6 g, 79% yield). 1 mmol) was added. After stirred at room temperature for another 1 h, the mixture was filtered through silica gel, and the solid residue was washed with 50 mL of DCM. The filtrate was combined, concentrated in vacuum to obtain a light yellow oil. Finally, the untapped CF was removed with gel chromatography using a Sephadex G-50 column eluted with PBS buffer and the obtained vesicle solution was adjusted volume to 500 mL to obtain the vesicle stock suspension (10μM for the concentration of VNO). The diameter of vesicles was approximately 138 nm which was determined by DLS.
CMC Measurement
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Scheme S3. The mechanism of the formation of the vesicles.
H NMR Analysis
Compound VNO-H and VNO-c were dissolved separately in DMSO-d 6 at 1 mM concentration to give the stock solutions. The solutions were mixed with DMSO-d6
and de-ionized water to give the solutions at 100 μM concentration (80% DMSO and 
DLS Measurement
The mean diameter of vesicles for all experiments was determined by dynamic light scattering (DLS). Each sample was measured three times (5 min for every time) at a fixed angle of θ = 173 °.Test temperature was 25 °C. 
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TEM Imaging
One drop of the vesicle stock suspension was added onto a glow-discharged EM grid and kept for 10 min, and the residual solution was removed with a piece of filter paper. Then one drop of the sodium phosphotungstate solution (Na 3 PO 4 ·12WO 3 ·18H 2 O, 2%, de-ionized water) was added onto the glow-discharged EM grid and kept for 10 min,and the residual solution was removed with a piece of filter paper. The grid was dried in vacuum for 10 min before TEM pictures were recorded.
Fluorescence Analysis
Suspensions vesicles were prepared by transferring appropriate aliquots of the trick suspension which was just purified through the Sephadex G-50 column to volumetric flasks and thendiluting them to certain volumes using PBS buffer and NO stock solution (1.9 mM, de-ionized water).
All the fluorescence spectral properties of the vesicles were obtained with 1.0-cm quartz cuvettes. The slit width was 5 nm for both excitation and emission. The photon multiplier voltage was 600 V. λ ex was 490 nm. Test temperature was 37 °C. Every fluorescent titration experiment was performed atleast three times for calculating error bars.
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μM, 20 μM, 40 μM, 60 μM, 80 μM, 100 μM of compound VNO and VNO-b and were incubated for 12 h respectively. MTT solution (20 μL, 5 mg/ mL, PBS) was then added to each well and kept for another 4 h. 100 μL of DMSO was added to each well after the remaining MTT solution was removed. Absorbance at 490 nm was measured on a plate reader. 
